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ASTHMA AND HAY FEVER 


Repository Treatment of Grass Pollinosis. Sobel, G.: New York J. Med. 61: 
1479, 1961. 


Sixty-four patients sensitive to grass pollen were treated with a single 
repository injection of one of three different types of emulsions of timothy 
extract. An emulsion consisting of one part of mannide monooleate (Arlacel 
A), an emulsifier, 9 parts of mineral oil (Drakeol 6 VR), and 10 parts timothy 
antigen, and another consisting of one part of mannide monooleate, 6 parts 
atreol 9, and 5 parts of aqueous timothy antigen were prepared by the investi- 
gator. The third emulsion, which was prepared commercially, consisted of 
one part mannide monooleate, 6 parts Atreol 9, and 5 parts of aqueous timothy 
antigen, 

Each emulsion was examined microscopically before being used, and, if 
a uniform droplet size of one micron or less was not obtained, the emulsion 
was discarded. Preliminary testing by means of the conjunctival, intra- 
dermal, and puncture methods was conducted before repository therapy was 
administered. The repository injection was administered subcutaneously 
into the outer aspect of the arm with a 26 gauge %, inch needle and a 1 e.e. 
tuberculin syringe. 

Of the 64 patients who received timothy emulsions, 48 had previously 
been on routine aqueous timothy therapy. These individuals had been given 
their last conventional timothy treatment 3 to 6 weeks prior to receiving their 
repository injection. Emulsion therapy was administered to most patients 
about 214 months prior to the onset of the grass season. The transitional 
patients received an emulsion dosage which varied between 2,000 and 10,000 
protein nitrogen units containing a total volume of from 0.2 ¢.e. to 1.0 ¢.«., 
and the 16 previously nontreated patients were given from 1,000 to 5,000 
units of timothy. 

Two thirds of the previously treated patients experienced equally satis- 
factory results from emulsion therapy as they did from aqueous therapy. 
The same percentage of satisfactory results was also obtained in patients 
who were given repository therapy as their initial form of hyposensitization 
treatment. Systemic reactions occurred in 6.4 per cent of the patients re- 
ceiving repository therapy in spite of prophylactic pre- and postmedication 
with steroids and antihistamines. Uncomfortable and disturbing local re- 
actions occurred in 4.8 per cent of the patients. In each case the reactions 
lasted for several weeks and required constant local therapy for alleviation. 
Subcutaneous pea-sized nodules were present 2 months after repository treat- 
ment in 4.8 per cent of the patients. All of the constitutional reactions oc¢- 
curred in patients who had not previously received any standard aqueous 
timothy immunization, k. W. 


Repository-Emulsion Treatment of Ragweed Pollinosis. Henderson, L. L., 
Carryer, H. M., Priekman, li. Koelsche, G. A., and Peters, G. Proe. 
Staff Meet., Mayo Clin. 36: 246, 1961. 


A series of 41 patients was treated in the summer of 1960 with an emul- 
sion of ragweed-pollen antigen which contained 16,000 PNU per milliliter. A 
comparison of scratch tests performed with both the emulsion and standard 
saline extracts indicated that the emulsion contained between 200 to 400 PNU 
of uncombined antigen per milliliter. The emulsion was administered in 
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single or divided doses to a total maximum of | ml. Fourteen patients had 
no reactions to the treatment and & had only mild loeal reactions. In a group 
of 14 patients who had previously shown some reaction with saline extracts, 
12 experienced reactions with the emulsion. Of 27 patients who had no reae- 
tions to conventional saline extract, 15 had some reaction to the emulsion. Of 
the 17 patients who received the emulsion treatment at a single sitting in the 
range of 12,000 to 16,000 PNU, 14 had some kind of a reaction, and & of these 
were of the systemie type. The therapeutic results were about the same 
with the emulsion as they were with saline extracts. It appeared that those 
patients who had experienced reactions to a saline extract were most likely 
to have reactions with the emulsion. M. C. 


Serum Protein Abnormalities in Neoplastic and Non-neoplastic Disease of the 
Lung. Carpenter, C., Hershell, Weimer, IL. Fukuda, M., Yachi, 
and Wada, T.: Dis. Chest 40: 245, 1961. 


Ina pilot project, the authors have applied the principle of serum protein 
analysis to clinical chest disease. The serum protein profile (SPP) is a sum- 
mation of a battery of protein determinations which are represented in a 
graphic manner for stuple interpretation. The profile ineludes C-reactive 
protein determination, quantitatively made by gel-diffusion, serum antipro- 
tease level, total serum protein, total serum glycoprotein, seromucoid, sero- 
mucoid hexose, and paper electrophoresis with various stains. 

Serum protein prefiles of patients with allergie asthma during asympto- 
matie intervals failed to reveal any serum protein abnormality. In patients 
with ‘‘intrinsic’’ asthma, however, significant alpha-1 and alpha-2 elevations 
were noted in association with hypogammaglobulinemia. In patients with 
allergic asthma undergoing desensitization, elevations in beta protein and 
elyeoprotein were found. Patients with extensive inflammation of long 
standing or patients with pulmonary emphysema were found to have signif- 
icant elevation of alpha-1 glycoproteins, often an elevation of alpha-2 glyeo- 
protein, and frequently an associated hypergammaglobulinemia. The signifi- 
canee of the various findings of dysproteinemia is discussed. It is hoped that 
measurement of these individual proteins may find increased application to 
chest disease in the future. H. Pelz 


The Use of a Synthetic Bronchodilating Agent (Isoproterenol Sulfate) in the 
Treatment of Bronchial Asthma in Children. Seott, R. B.. Clark, B. G.. 
and Hiatt. HW. H.: Ann. Allergy 19: 253, 1961. 


A double-blind study was made of isoproterenol syrup in the treatment 
of children with bronehial asthma or allergic bronchitis. The effeetiveness 
of the medication was judged in its capacity to relieve wheezing and/or 
coughing. Both test and control syrups were given to each patient; one 
half of the patients received the test preparation first and the other half 
received the placebo first. Of 13 paients with wheezing, symptomatie relief 
was adjudged to be 72 per cent with the medication and 43 per cent with 
placebo. The coughing group of 17 included all 13 with wheezing. Coughing 
was relieved to the extent of 80 per cent by the medication and 72 per cent 
by the placebo. One child had headaches and abdominal pain after the 
medication but these complaints disappeared when the dosage was reduced. 


E. K. 
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Pulmonary Ventilation Function in Patients With Asthma: A study of Mean 
Maximal Expiratory Volume Velocity (Flow Rate) As Determined By uA 
Special Apparatus. Chapin, H. B., and Loeb, L.: Canad. M.A.J. 84: 641, 
1961. 


The author studied the mean maximal expiratory volume velocity (flow 
rate), which is actually a timed vital capacity, in a series of asthmatics before 
and after the administration of Adrenalin and during a quiescent phase of 
their disease. 

Twenty-eight patients were observed, many of whom had irreversible 
obstructive pulmonary disease, and & subjects without pulmonary disease 
were employed as a control group. Each person was instructed in the use of 
the machine before the tests were conducted. Patients were asked to breathe 
into a tube through a plastic mouthpiece, while the nasal passageways were 
plugged with a nose clamp, the air entering a moving kymograph-spirometer 
so that a graphic record was obtained of the patient’s pulmonary function. 
After taking a deep inspiration the patient was instructed to breathe out as 
foreefully and rapidly as possible, during which time the kymograph was 
operated at a rapid speed so that the graphie record of a single forced maxi- | 
mal expiration was obtained on ordinary typewriter-size paper. 

In order to calculate the flow rate, 'the vital capacity was measured 
directly trom the tracing by referring to calibrated horizontal lines on the 
kymograph sheet. The apparatus was made of a conventional type water- 
sealed inverted ball spirometer of 10 liter capacity. The results showed a 
clear-cut difference between normal individuals and those with some form of 
obstruction to the pulmonary airway. After adiministration of Adrenalin, the 
flow rate in asthmaties was usually increased, although it remained essentially 
the same in several individuals. The response to Adrenalin was much more 
noticeable in the younger age group. The lack of response to Adrenalin in- 
dicated that there was no longer a reversible spastic element in the pulmonary 
parenchymal tissue, Since this test disclosed definite diminution in function 
in some patients who had normal one- or three-second capacity tests, the 
authors suggest this type of pulmonary function study is most valuable as 
it may reveal forms of respiratory embarrassment not previously discernible 
by other standard pulmonary function studies. R. W. 


Bronchial Asthma Due to the Organic Phosphate Insecticides: A Case Report. 
Weiner, A.: Ann. Allergy 19: 397, 1961. 


A 4i-year-old laborer, who gave a history of sneezing, stuffy nose, and 
lacrimation on contact with sulfur powder, experienced no difficulty in 
packaging organic phosphate pesticides if he wore a mask. After some 
months at this job and while working without a mask he was exposed to a 
leaking can of Phosdrin. In 30 minutes he showed signs of acute poisoning 
and was hospitalized. He was slightly cyanotic and dyspneic, incontinent, 
and stared straight ahead with pin-point pupils. There were many medium 
moist rales in the lungs. After 2 days of intensive treatment with atropine, 
he improved sufficiently to be discharged from the hospital. Three weeks 
later he developed exertional dyspnea and wheezing, and the nasal and eye 
symptoms recurred at frequent intervals. Minimal contact with either house 
dust or chemicals at the plant provoked his allergic reactions. Cholinesterase 
activity determinations ruled out the possibility of continued severe poisoning 
but could not rule out mild poisoning. This case is ‘considered to be one of 
bronchial asthma triggered by poisoning by organie phosphate insecticide. 
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5-Hydroxytryptamine in the Bronchial Sputum of Asthmatic Patients. Levy, 
H. I.., Mendes, E., and Cintra, A. U.: Acta allergol. 16: 121, 1961. 


The bronchial secretions of 10 asthmatic patients who had positive skin 
tests for inhalants and foods were analyzed for 5-hydroxyindol-acetie acid 
(5-HIAA) which is the breakdown product of serotonin (5-hydroxytrypta- 
mine). During asthmatic episodes the bronchial mucus contained between 
0.050 and 0.99 mg. of 5-HIAA per milliliter, except for one case in which none 
was detected. When asthma was quiescent, one half of the patients did not 
have detectable 5-HIAA in the bronchial mucus. In 2 patients, the amount of 
5-HIAA deereased during the asthmatic attacks. In 4 controls with other 
pulmonary diseases, only 2 had 5-HIAA in the bronchial mucus. M. C. 


DERMATOLOGY 


Milk Allergy in Infantile Atopic Eczema. 8. S.: A.M.A. J. Dis. 
Child. 102: 76, 1961. 


A group of 50 atopie infants with infantile eczema were studied in order 
to evaluate the role of cow’s milk as an etiologic factor in the disease. On 
skin testing, 28 per cent of the group showed positive reactions to milk, 69 
per cent to egg white, and 23 per cent to wheat. Feeding tests were per- 
formed and each infant was challenged with evaporated or pasteurized milk 
several times. This was usually done when the eczema was mild. When the 
skin lesions were severe, milk was withdrawn from the diet. Simple local 
remedies were used throughout the observation periods so as not to jeopar- 
dize the interpretation of the results. In no instance was cow’s milk found 
to be the sole cause of the eezema. In only one patient did the elimination 
of cow’s milk result in a temporary improvement of the eczema. In almost 
every instance the course of the disease continued unabated with its exacer- 
bations and-remissions. There was no consistent correlation between the 
milk changes in the diet and the eezema. M. C. 


Cyproheptadine in Treatment of Urticaria. Daily, I. S.: Brit. M. J. Aug. 12, 
450, 1961. 


Twenty-seven patients suffering from chronie urticaria were seleeted from 
a larger group because of their failure to respond to antihistamine therapy. 
Cyproheptadine (Periactin), 2 mg. tablets, and an identical placebo were dis- 
pensed ina random allocation in a double-blind study and the results were as- 
sessed at end of 2 weeks. In most instances the patient was then given the 
alternative tablets for additional 2 weeks. Those patients who failed to respond 
to either tablet were then given 5 mg. doses of eyproheptadine and the cor- 
responding placebo, Sixteen patients had excellent results, 5 were improved, 
and 4 were unimproved following the administration of 2 mg. cyproheptadine 
three times daily. Negative results were obtained with the placebo. Only one 
patient required 5 mg. three times daily for adequate relief. The only side 
effeet was drowsiness which occurred in 3 patients and which eventually was 
controlled without discontinuance of therapy. 

The results indicated that cyproheptadine is effective in controlling ur- 
ticaria and that the optimum dose is rarely greater than 6 mg. daily. Follow- 
up over a period of up to 6 months failed to reveal untoward effects and no 
recurrences were seen on a maintenance dose of 2 mg. daily. 

H. Pelz 
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Dermatitis Medicamentosa Due to Griseofulvin. Ziprkowski, L.. Krakowski, 
A., and Millet-Schewach, M.: Harefuah 60: 118, 1961. 


Out of 500 patients treated with griseofulvin, 2 developed reactions which 
were apparently due to the drug. A 6-yvear-old girl who received 500 me. 
griseofulvin daily for favus developed a generalized symmetrical papular and 
partially confluent rash on the eighteenth day of treatment. The drug was 
discontinued and the eruption disappeared after 3 days. At this time, the 
authors felt that the patient would be in a refractory state and griseofulvin 
therapy was again instituted and continued for 40 days without ill effects. . 

The second patient, a 12-year-old dyschondroplastie girl suffering from 
atopic dermatitis since childhood, was treated with 750 meg. of griseofulvin 
per day for a fungal infection of the nails and suspected favus. On the 
thirteenth day of treatment, a generalized maculopapular eruption appeared, 
accompanied by a mild pruritus and an elevation of temperature. The drug 
was discontinued and atarax prescribed. The temperature returned to normal 
the next day and the rash cleared up within 6 days. Two days later the 
patient was given one 250 me. tablet of griseofulvin. Within one hour an 
erythema appeared on the face and spread rapidly to involve the entire body. 
This was accompanied by pruritus, malaise, nausea and vomiting. She de- 
veloped a fever of 39.5° C., tachyeardia, and a low blood pressure. ACTII 
administered immediately improved her condition rapidly but the rash and 
malaise lasted for 6 days. LG. 


MISCELLANEOUS ALLERGIES 


Human Ecology and Susceptibility to the Chemical Environment. Randolph, 
T. G.: Ann. Allergy 19: 518, 1961. 


Allergy to chemical air polution, insecticides, and similar contaminants 
and food additives is discussed. Two case reports are given and a method 
of diagnosis, including a history questionnaire, is presented. 

One 41-year-old patient had allergic rhinitis, headaches, hives, asthma, 
fatigue, and chronic depression. She reacted systemically to skin tests with 
house dust and silk. She was intolerant of perfume, nail polish, and many 
drugs. Coughing, asthma, headache, and, at times, unconsciousness followed 
exposure to automobile exhaust fumes. Seasonal ‘thay fever’? symptoms 
were traced to pine paneling in her summer home. Exposure to turpentine, 
mineral spirits, lacquer, shellac, varnish, and synthetic alcohol fumes also 
made her ill. A fuel oil stove heater initiated asthma on several oceasions. 
She could eat food before it was stored in a plastic container but not after- 
ward; handling plastic containers brought on severe respiratory symptoms 
and headache. Sponge rubber or plastic upholstered furniture, or plastic 
mattress encasings, caused distress. Dust-seal (hydrolized mineral oil) was 
not tolerated. ‘‘Reactions following injections of house dust were subse- 
quently traced to phenol employed as a preservative.’’ Generalized edema 


followed attempts to wear nylon uniforms or other synthetic textiles. On 
three occasions immediate unconsciousness followed ingestion of green créme 
de menthe. Similar but less severe reactions followed the ingestion of foods 
artificially colored, such as cake frostings, ete. She could eat fresh foods but 
not foods packed in lined tins. Foods with appreciable quantities of insecti- 
cide spray were not tolerated. Experimental ingestion of coal tar dye 
(amaranth No. 2) in amounts found in a serving of gelatine dessert provoked 
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reaction, Sulphured or chlorinated water, refined cane or beet sugar, aspirin, 
saccharin, sulfonamides, barbiturates, methadone, meperidine and many other 
drugs were not tolerated, 

The second patient was also intolerant of normally acceptable concentra- 
tions of gas stove fumes. In the more severe stages of her illness she became 
aphonic, hyperactive, confused, and ataxic. Only by coincidence was this re- 
lated to exposure to gas stove fumes. She was on the point of admission to 
a mental hospital when the diagnosis was inade. Exposure to a lighted gas 
stove brought on within minutes burning of the eyes and lips, flushed face, 
excitement, ravenous hunger, hoarseness, aphonia, contracture of one sterno- 
cleidomastoid muscle, crossing of the eves, ataxia, and mental confusion. She 
became stuporous and remained so for 6 hours. She recovered in 3 days. 


K. 


Stinging Insects—A Threat to Life. Shatter, J. H.; J. A. M. A. 177: 83, 1961. 


Sensitivity to various insects and their emanations can cause allergic 
disorders of the respiratory tract and the bites of certain insects can produce 
reactions ranging in severity from mild local discomfort to severe angioedema 
and death. The bites of members of the Arthropoda and Hymenoptera 
groups produce the more serious and potentially fatal anaphylactic reactions 
in Sensitive individuals. This group includes the honeybee, bumblebee, wasp, 
yellow jacket, and hornet. The venom of these stinging insects is just as 
potent and is said to cause more deaths in the United States than that of the 
rattlesnake. 

The bites may produce such signs and symptoms as localized pain and 
swelling, generalized erythema, a feeling of intense heat throughout the body, 
headache, swollen and tender joints, generalized pruritus, petechiae, dizziness, 
weakness, nausea, abdominal cramps, constriction of the chest, asthma, vas- 
cular collapse, and death from anaphylaxis or laryngeal edema. The insect 
venom is composed of complex chemical substances which cause marked local 
irritation and a protein fraction which is responsible for the allergic responses. 
The sensitivity can be passively transferred. Four to six antigenic¢ protein 
fractions have been demonstrated by the Ouchterloney gel diffusion technique. 
Two of these antigens appear to be identical for the five insects of this group 
while the remaining 2 to 4 fractions are specific for each species and are 
shared in common by wasps and honeybees but not by hornets and yellow 
jackets. Extracts are best prepared from the whole body of the insects, and, 
for treatment, an antigenic mixture prepared from all the inseets of the group 
is preferable. 

Skin testing can be done with the individual insect antigens but should not 
he performed for several weeks after a stinging incident since there can be a 
refractory period for 2 weeks after the sting. Testing is performed initially 
with a 1 to 1 million dilution and progressively stronger dilutions are em- 
ployed until a positive reaction is obtained. Treatment should be instituted 
with 0.05 ml. of the strength of extraet which first produced a positive skin 
reaction and gradually increasing doses should be administered. Treatment 
should be continued for a period of 3 years. With proper management, excel- 
lent desensitization can be expected. 

Patients sensitive to the venom of these insects should be instructed as 
to proper emergency measures to be employed in case of a stinging and should 
be provided with an enbergeney kit which is kept readily available, H. F. 
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On the Prophylactic Possibilities in ACTH Allergy. Rajka.G.: Acta allergol. 
16: 159, 1961. 


Three patients with allergic reactions to ACTIL were studied. Urticaria 
occurred in 2 of the patients and asthma occurred in the third. Skin tests, 
done with pituitary preparations from different animal sources, were positive 
in all 3 cases. None of these patients reacted to human ACTIL preparation. 
A positive passive transfer reaction to a pig extract was obtained with the 
serum of one patient. 

Skin testing was done with 2 fractions, separated by paper electrophore- 
sis, from a COC-purified pig ACTIL preparation. The rapid fraction was a 
purer preparation than the slower one which was contaminated with inactive 
proteins or peptides. Positive skin test reactions were obtained with the COC- 
purified pig product and the slower fraction, while negative reactions occurred 
with the rapid fraction. In 2 cases, injections of this latter preparation failed 
to induce allergic reactions. It is suggested that, in most cases of ACTH 
sensitivity, the allergenic factor is neither the gland itself nor the animal 
tissue but rather the inactive proteins which contaminate ACTH. ACTH al- 
lergy may be preventable by the preparation of purer products. M. C. 


Allergic Reactions to Meprobamate. Kalderon, M.: Harefuah 59: 390, 1960. 


A 36-year-old woman, who had had an allergic reaction to penicillin, was 
treated with meprobamate and other drugs. Two years later she took one 
tablet of meprobamate and within 3 hours she developed generalized pruritus 
and an erythematous rash. It cleared up after 2 weeks of antihistamine 
therapy. The second patient was a 59-year-old hypertensive woman who had 
been taking meprobamate on and off for 2 years. After an interval of 
several months she took a single tablet of meprobamate and within 12 hours 
developed an extensive erythematous rash accompanied by fever, chills, 
vomiting, and tachycardia. She responded to antihistamines within several 
days. Two additional cases of allergic reactions to meprobamate are de- 
scribed. 

The author stresses the character of the pruritus which is deseribed as 
‘‘burning’’, the distribution of the rash (involving mainly the neck, axillae, 
hands, feet, and inguinal regions), the early onset (3 to 12 hours), the slow 
disappearance (up to 3 weeks), and the satisfactory response to antihista- 
mines. I. G. 


Ten Cases of Occupational Hypersensitivity to Laboratory Animals. Rajka, 
G.: Acta allergol. 16: 168, 1961. 


Ten laboratory workers between 22 and 36 years of age manifested al- 
lergic symptoms after coming in contact with laboratory animals, such as 
‘ats, guinea pigs, rabbits, and mice. Symptoms consisted of rhinitis in each 
case, asthma in + cases, urticaria in 2 cases, and Besnier’s prurigo in 2 eases. 
Sensitivity developed in most instances after a contact of 6 months, although 
in one patient the interval was as long as 5 years. Positive skin tests were 
obtained to 1 or more of the laboratory animals. Better results from scratch 
testing were obtained with the use of animal hair than with extracts. Passive 
transfer reactions were obtained in some of the cases. Each patient was 
tested clinically by exposure to individual animals and the results were posi- 
tive in each case. Guinea pig and rabbit were the causes of most of the 
sensitivity, but in 3 patients there was a sensitivity to mouse hair. Many of 
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the patients were allergic to horse, cat, dog, or sheep, and 6 of the patients had 
atopic diseases. Hyposensitization was attempted in those patients where 
elimination of contact with the offending animal was not possible. | ee 


A Case of Severe Hypersensitivity to P.A.S. Simulating Infectious Mononucle- 
osis. Jesiot, R. M.: Harefuah 59: 267, 1960. 


A 28-year-old woman developed an acute exacerbation of an old pul- 
monary tuberculous lesion and was treated with streptomycin, isoniazid, and 
P.A.S. After one month she suddenly developed a fever which reached 
39.9° C. within 2 days. The antimicrobial drugs were discontinued and Ach- 
romycin and antihistamines prescribed. On the third day of fever an exten- 
sive scarlatiniform rash appeared and later a few bullae. The patient com- 
plained of a progressive headache, insomnia, anorexia, vomiting, nuchal rigid- 
ity, urinary and fecal incontinence, and occasionally was incoherent. The 
white blood count was 11,000 per cubie millimeter with 78 per cent atypical 
lIymphoeytes of Downey type. Infectious mononucleosis was suspected. Later 
a generalized painful lymphadenopathy and a palpable liver were noted. The 
Paul-Bunnell test was negative and no cold agglutinins or L.E. cells were 
demonstrated. 

When the antihistamines were found to be ineffective. the patient was 
treated with Meticorten and streptomyein for 5 days with no improvement. 
When ACTH was adniinistered, her condition started to ameliorate. The ex- 
foliative dermatitis took 3 weeks to subside and the leukocytosis, as well as 
lvmphoeytosis, disappeared. When the patient was well, an intracutaneous 
test with a 20 per cent solution of P.A.S. and a pateh test with a 35 per cent 
ointment were negative. When the antimicrobial treatment was resumed com- 
bined with steroids, there was no reaction to streptomycin or isoniazid. How- 
ever, When 0.3 em. of P.A.S. was given, a severe rash appeared on the face 
with marked pruritus and stiffness of facial skin. i, @. 


Boils and Allergy: Investigation of Boils in General Practice. Bendowski. 
B.: Acta allergol. 16: 91, 1961. 


Among 5,390 patients observed in an industrial general practice over a 
15-month period, there were 250 cases of allergic diseases and 60 cases of 
boils. Among the patients with boils, 53 were from the allergic group. The 
majority of the patients suffering from boils were nasal carriers of Staphy- 
lococcus pyogenes. Studies of social status, living accommodations, working 
conditions, eating habits, and general hygiene indicated that boils were not 
prone to oceur in any particular group of individuals except those with 
allergic diseases. The incidence of boils among a group of 100 allergie pa- 
tients attending an allergy clinieé was compared with that among a group of 
100 nonallergic patients. Boils had occurred in 65 of the allergic patients 
and in 15 of the controls. It was postulated that the link between the boils 
and allergic diseases might explain the high incidence of nasal carriers of 
Staphylococcus pyogenes among the allergie patients. 


PHARMACOLOGY, PHYSIOLOGY, AND PATHOLOGY 


The Mast Cell and Basophil in Cold Urticaria. Lennart, J.. and Shelley, W. 
Urticaria the chief diagnostic sign of the cold hypersensitivity state is, 
however, only one of several symptoms which may be encountered in this 
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condition. Severe dysphagia may occur after the ingestion of cold foods or 
drinks and shock, even of fatal degree, may follow sudden immersion in 
cold water. These temperature dependent autoimmune mechanisins may be 
¢lassified into three main categories: (1) cold urticaria which is dependent 
upon a histamine release mechanism, (2) reaction from cold agglutinins and 
hemolysins in which cold hemoglobinuria is the dramatic clinical feature 
(in this condition the erythrocyte or the leukocyte may be affected, resulting 
in either vascular occlusive phenomena or infection), and (3) eryveglobulinemia, 
the group of reactions in whieh there is an abnormal and, at times, massive 
quantity of a cold precipitating globulin in the blood stream. Cold urticaria, 
although it is the important sign in the first category, may occur in either 
of the other conditions. 

The present report deals only with the first type of cold hypersensitivity 
which can be defined as a syndrome presenting urticaria and the other hista- 
mine phenomena as a result of local or general cold exposure. Cold hemoly- 
sins, cold agglutinins, and eryoglobulins are not present in the sera of such 
patients. There are two types of essential or idiopathie cold urticaria, (1) a 
rare congenital form, and (2) a more common aequired form. The urticarial 
reaction in the skin can be elicited by short contact with a eold object (10° 
(.). Contact for as short a time as 5 seconds may be sufficient to produce a 
reaction but an exposure of 1 to 2 minutes is usually required. Excessive 
cooling may at times obscure the reaction and in some patients contaet with 
eold objects will not produce the urtiearia whereas general cooling of the 
body, as by a cool breeze, may set off the syndrome, Sometimes the urticaria 
eannot be produced by cooling alone and may require subsequent warming 
of the skin to bring it out. Occasionally the reaction is of a delayed type. 

Histamine plays the important role in all the reactions of essential cold 
urticaria, as evidenced by the presence of elevated blood histamine levels and 
systemie histamine effects following local cooling. The symptoms are not the 
result of abnormal histamine sensitivity or alterations in histamine metabolism 
but are rather due to the large amounts of histamine released into the cireu- 
lation. 

Special studies made on 2 patients with cold hypersensitivity indicate 
that the tissue mast cells in such individuals are affected when the skin is 
either exposed to cold alone or to eold followed by warming. Puneh biopsies 
of the skin made at this time demonstrated remarkable and distinctive eytolog- 
ie change in the tissue mast cells. There was a depletion or degranulation 
of these cells plus a dilation and striking endothelial cell swelling of the 
capillaries which is characteristic of histamine release. Control studies on 
the skin of 2 normal subjects failed to show similar changes either histo- 
logieally or clinically. Further studies revealed that similar degranulation of 
the basophil cell occurred when whole fresh blood of the patient was exposed 
to low temperature. The basophil leukoeyte is probably the major souree of 
histamine release into the circulation. Passive transfer of the cold hyper- 
sensitivity may be accomplished in the acquired type but not in the congenital 
type. This was demonstrated in each of the 2 patients presented. Sinee the 
sensitivity may be passively transferred via cell free serum, it is likely that 
a cold sensitive compound or system exists whieh, when chilled in the skin 
of the recipient, causes mast cell discharge of histamine. Sinee steroids have 
no apparent therapeutic effect on cold hypersensitivity, it is possible that the 
reaction may not be allergie¢ in nature, H. F. 
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Absorption of Potassium Iodide From Gastrointestinal Tract. Small, M.D., 
Bezman, A., Longarini, A. E., Fennell, A., and Zameheck, N.: Proe. Soe. 
Exper. Biol. & Med. 106: 450, 1961. 


Fasting subjects given a solution of potassium iodide by mouth were 
found to have iodine present in their saliva in from 6 to 14 minutes. Studies 
done on a group of subjects who were fed a potassium iodide-barium sulfate 
mixture revealed that saliva contained no iodide until the radiopaque mix- 
ture was seen fluoroscopically to pass into the duodenum. When the iodide 
solution was instilled directly into the duodenum via a tube, iodide was 
detected in the saliva in 2 to 4 minutes. 

Experiments were then performed on rats in which a given amount of 
potassium iodide was instilled by tube into the stomach or duodenum and 
an occluding ligature was placed at the pylorus. After one hour the animals 
were sacrificed and the contents of the stomach or intestinal traet were 
analyzed for retained iodine. Forty-eight point nine per cent of the iodide 
placed in the duodenum of rats was absorbed within one hour, while only 
14.9 per cent of the iodide placed in the stomach was absorbed within this 
period. 

It thus appears that the small intestine is the principal absorption site 
for potassium iodide in humans and rats. B. S. 


Acute Autoimmune Hemolytic Anemia Complicating Infectious Mononucleosis. 
Houk, V. N., and MeFarland, W.: J. A. M. A. 177: 210, 1961. 


A 21-year-old male with infectious mononucleosis developed an acute 
hemolytic anemia. Although the patient had received aspirin and chloram- 
phenicol, laboratory studies established the fact that the hemolysis was not 
due to these drugs but rather to an autoimmune mechanism. The Coomb’s 
test was negative for the first 26 days of the disease and then became positive. 
This change occurred after the sheep agglutinin titer had reached its peak. 
At this time there were both quantitative and qualitative abnormalities of the 
serum protein, there being an increase in the alpha-l, beta and gamma 
globulin, and a reduction in the albumin. H. F. 


The Suprarenal Function in Allergic Asthma. Vaccarezza, J.: Dis. Chest 
40: 121, 1961. 


The suprarenal function of 22 adult patients with asthma of extrinsie¢ 
etiology who had never received steroids was studied for a 24-hour period 
following the intramuscular injection of 40 units of ACTH-Zn. Urinary 17- 
ketosteroids and 17-hydroxycorticoids, and plasma 17-hydroxyeorticoids were 
measured. The 17-ketosteroid level in the urine of these patients was below 
normal, and, after corticotropin stimulation, there was practically no increase. 
The 17-hydrocorticoids were usually normal prior to stimulation, but the 
increase after stimulation was well below that in controls. 

The amount of plasma 17-hydroxyeorticoids was found to be higher than 
the normal, but the usual inerease after ACTH was diminished. The author 
infers that in the case of allergic asthma “‘there is a disturbance which can 
be classified among the subclinical adrenal insufficiencies.’’ The question as 
to whether this adrenal hypofunetion is primary or secondary to the allergy 
is discussed. H. Pelz 
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The Acute Effect of Cigarette Smoking on Pulmonary Function Studies. 
Rothteld, E., Biber, D., and Bernstein, A.: Dis. Chest 40: 284, 1961. 
Twenty-three patients with pulmonary dysfunction and 19 subjects free 

from pulmonary disease were studied to determine the immediate effect of 
cigarette smoking on pulmonary function. The parameters of function 
studied were vital capacity, timed vital capacity, maximum breathing ca- 
pacity, functional residual capacity, and ventilation equivalent. These studies 
were performed before and immediately after smoking two cigarettes. 

The striking feature was a sharp increase in the ventilation equivalent 
in normal subjects. This would imply that there appeared to be an inter-- 
ference with oxygenation of the blood and that the maintenance of stable 
levels of oxygenation of the blood by the lungs could be attained only by 
increasing ventilation. This may be explained by vasospasm, decreased pul- 
monary capillary blood flow, or transient alveolocapillary block. 

The failure of patients with pulmonary disease to show acute impairment 
of pulmonary function following cigarette smoking may be due to the fact 
that the pre-existing chronic impairment of ventilation and transportation 
of oxygen from the atmosphere to the blood is so great that the interference 
of smoking with oxygenation adds little to the total effect. u. P. 


Experimental Eosinopenia In Vitro. (itelson, S.: Harefuah 69: 65, 1960. 


The author had previously noted an inverse relationship between the 
number of circulating eosinophils and blood pyruvie acid levels in patients 
during stress or under ACTH or cortisone treatment. 

In vitro experiments were carried out with venous blood or suspensions 
of unwashed blood cells in saline containing 100 to 4,000 eosinophils per cubie 
millimeter. To these samples was added either lactic acid, hydrochlorie acid, 
sodium hydroxide, or sodium bicarbonate in proportions of 5, 10, or 20 mEq. 
per milliliter. For lactic acid, this level is similar to that found naturally 
in the blood under stress conditions. The eosinophil counts of the samples 
were carried out immediately and after incubation at 37° C. for 4 hours. 

In most of the control samples the eosinophil count fell. The average 
drop was 25 per cent. When lactic acid was added, the drop was more 
marked (40 to 50 per cent or more). This drop was greater with higher 
concentrations of the acid and highest for suspensions of blood cells in saline. 
The other acids produced similar effects but the bases did not cause a sig- 
nificant change in the eosinophil count. The total WBC count did not 
change markedly during the observation period. The pH of the blood dropped 
when the lactic acid was added but remained within limits compatible with 
life. 

These and other experiments suggested that the eosinopenia produced by 
the acidification of the blood may be due to either changes in the staining 
properties of the cosinophils or changes in the mechanical or osmotice proper- 
ties of these cells, leading to their destruction during the incubation or 
counting process. 

The author suggests that the accumulation in the blood of intermediary 
metabolites, such as lactic and pyruvie acid, may be one of the causes of 
eosinopenia during stress or during the administration of corticosteroids, 
ACTH, Adrenalin, glucose, and other drugs. 1. G. 


Renal Hemodynamic Changes in Pulmonary Emphysema. Saltzman, H. A., 
Manfredi, F., and Sieker, If. O.: J. Lab. & Clin. Med. 57: 694, 1961, 


Seventeen patients with severe generalized pulmonary emphysema were 
studied by means of pulmonary function tests, renal clearances, and right 
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heart catheterizations. Ten of the patients had never experienced symptoms 
or signs of congestive heart failure, while the remaining 7 patients had. 
The results of this study indicated that the maximal breathing capacity and 
the vital capacity for patients without heart disease (Group A) as well as 
those with past evidence of heart disease (Group B) was diminished. 

The residual volume comprised an abnormally large portion of the total 
lung capacity. In addition, both groups required far longer than the normal 
7 minutes to wash out an inspired helium mixture from their lungs. A redue- 
tion in arterial oxygen saturation was observed in most cases of both groups 
and a majority of patients exhibited a significant elevation in the resting 
arterial carbon dioxide tension. All end diastohe right ventricular, pul- 
monary wedge, and atrial pressures were normal with the exception of one 
subject of Group B. Mean pulmonary artery pressures were elevated sig- 
nificantly in 4 of 9 base line observations in Group A and in 6 of 7 such 
instances in Group B. The mean cardiae index in both groups was within 
normal limits and after infused isoproterenol the cardiac indices of both 
groups increased significantly. Systemic arterial pressure was lowered mod- 
erately in every instance during the infusion of this drug. 

The glomerular filtration rate was similar in each group to that of the 
normal. Isoproterenol infusions did not significantly alter the filtration rate 
in either group. The effective renal plasma flow was lower in Group B than 
in Group A and both these values were appreciably lower than the control 
mean of normal. Infused isoproterenol increased the average flow in beth 
groups but only in Group A was it significant statistically. The filtration 
fraction in Group A was lower than that of Group B, and both groups were 
statistically different from normal controls. The filtration fraction fell 
significantly in Group A during isoproterenol infusion, and in a= smaller 
number of Group B subjects. The renal fraction in both groups was de- 
creased by infused isoproterenol. 

Tt was concluded that the close similarity of these renal changes to those 
observed in-eardiae decompensation and the demonstrable improvement in 
renal clearances when cardiac output rose in Group A was consistent with 
the suggestion that cardiae insufficiency occurred early in the course of cor 
pulmonale. This might lead to altered renal hemodynamics and clearances 
which might precede and contribute to the development of pulmonary heart 
failure. K. W. 


IMMUNOLOGY 


Asian Influenza Vaccination: Dosage, Routes, Schedules of Inoculation, and 
Reactions. Meikeljohn, G. N.: Am. Rev. Resp. Dis. 83: 175, 1961. 


At the present time, a vaccine containing 400 CCA units of A2 strain in 
polyvalent vaccines produces a higher antibody response with a single injec- 
tion than less potent vaccines in ‘susceptible’? individuals. However, this 
relatively large amount of antigen may soon be unnecessary since smaller 
amounts appear to be highly effective in elevating the antibody titer of 
persons who already have antibodies. Adjuvant vaccines have been disap- 
pointing in evoking an antibody response in persons who lave had no pre- 
existing antibody, but have produced striking booster effects in those who 
already possessed antibody in measurable amounts. A mineral oil and Arlacel 
adjuvant mixed with 100 CCA units produced elevations in antibody com- 
parable to those seen with aqueous vaeeine containing 400 CCA units, and 
the period over which antibody titers remained elevated was longer. With 
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small doses of antigen the response following intradermal injection may be 
better than that observed when 1 ml, of the same vaccine is given sub- 
cutaneously. However, as the amount of antigen in the vaccine is increased, 
the subcutaneous route evokes a considerably higher antibody response. In 
the adult, the subcutaneous injection of 1 ml. of vaccine is preferable. The 
intradermal injection of 0.1 ml. vaccine is useful in children in whom serious 
systemie reactions have been reported with larger amounts of vaccine, and in 
those adults in whom it is undesirable to produce systemic reactions. There 
is little direct evidence for a need for annual vaccination and the frequency 
of repeated vaccination requires further study. 

With aqueous vaccines, toxic or systemic reactions may occur manifested 
by fever, chills, myalgia, headache, and lassitude appearing between 6 to 18 
hours after vaccination and usually disappearing within 24 hours. This has 
generally been attributed to the virus antigen, although there is evidence 
that impure preparations tend to produce a higher reaction rate than highly 
purified ones. Allergic reactions have also been reported in varying fre- 
queney, including asthma, a variety of rashes, and, very infrequently, ana- 
phylaxis. With adjuvant vaccine, cysts have developed. This complication 
has become less frequent during recent years although this method may pose 
a special problem in children and in people with pigmented skins. Bu. «©. 


Attempts to Transfer Eczematous Contact-Type Allergy With Whole Blood 
Transfusions. Harber, lL. C., and Baer, R. L.:; J. Invest. Dermat. 36: 
1961. 


Passive transfer of induced allergic eczematous contact sensitivity to 
dinitrochlorobenzene (DNCB) was attempted in 7 recipients by intravenous 
injection of donor blood estimated to contain at least one billion viable 
mononuclear cells. The 4 indueed donors responded to contact challenges 
with a concentration of DNCB as low as 0.0001 per cent. 

None of the 7 recipients reacted to 0.1 per cent DNCB applied to the 
skin 24 and 48 hours after transfusion, Two of the 7 recipients developed 
erythema at the sites tested with 1 per cent DNCB solution. In one recipient 
who developed a moderate erythema to 1 per cent DNCB, there was a pro- 
nounced decrease within 48 hours after transfusion. In the other subject who 
reacted to 1 per cent DNCB, no diminution of intensity of erythema was noted 
when it was reapplied in 48 hours. Two out of 8 controls reacted to 1 per 
cent DNCB with erythema without edema. It is concluded by the authors 
that no transfer had been demonstrated and that it would appear that DNCB 
in 1 per cent coneentrate approaches the border line of primary irritaney; a 
fact that might explain the positive tansfer of DNCB contact sensitivity re- 
ported by other authors. i. P. 


Inactivated Influenza Virus Vaccine: Past, Present, and Future. Davenport. 
F. M.: Am. Rev. Resp. Dis. 83: 146, 1961. 


It has been unequivocally established that vaccination against influenza 
A and B is an effective procedure when vaccines of proper constitution and 
potency are employed. Highly reactive, highly refined, and less toxie vae- 
eines are being developed. Over the past decade more than 100,000 doses 
were given in field trials under the auspices of the Commission of Influenza. 
When proper oils and emulsifiers were used and small volumes injected intra- 
muscularly, the product was well tolerated and yielded highly significant 
protective effects at a great conservation of antigen. Since antibody levels 
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remained elevated for at least 3 years after vaccination with emulsions and 
since immunity induced by vaccination correlated well with the antibody 
level obtained, it appears reasonable that this method might obviate the 
necessity for annual vaccination against influenza. Moreover, other viruses 
can be readily added to the basic influenza formula. A current preparation 
under test contains 6 strains of influenza virus and 2 adenoviruses. M. C. 


MISCELLANEOUS 


Loffler’s Syndrome Associated With Nickel Sensitivity. Sunderman, IF. W., 
and Sunderman, F. W., Jr.: A. M. A. Arch. Int. Med. 107: 405, 1961. 


A 52-year-old chemical engineer who designed and built plants manu- 
facturing nickel carbonyl was exposed to nickel during the first 6 months of 
the plant’s operation. During this time, he developed his first attack of 
asthma which persisted, despite the fact that his exposure to nickel was inter- 
rupted. The attacks continued without relation to seasonal exposure to 
pollen or dietary habits. The patient, however, repeatedly noted that his 
attacks became severe on his periodie visits to the niekel carbonyl plant. 
Roentgenograms of the chest at this point were within normal limits. 

Sometime later, the patient was engaged for several weeks in engineer- 
ing operations which involved the use of nickel carbonyl. His asthma became 
so severe that it necessitated admission to the hospital. At this point it was 
found that the patient was emphysematous, and audible, expiratory, musical 
rales were heard throughout his entire chest. An extensive eczematous der- 
matitis was present on both hands. Moreover, he had pruritus ani. The 
white blood count totaled 7,850 with 52 per cent eosinophils. Roentgenograms 
of the chest showed patchy areas of consolidation in the upper and lower 
fields of both lungs which were typical of L6ffler’s syndrome. Patch testing 
of the patient revealed him to be sensitive to metallic nickel. On bed rest in 
a quiet mountain retreat without any medication, the patient recovered 
within 3 months. Serial roentgenograms of the chest demonstrated complete 
disappearance of the pulmonary infiltration, and the eosinophil counts dimin- 
ished to normal values. 

This represents the second reported instance where there was an associa- 
tion of Loéffler’s syndrome and nickel sensitivity. The first was a fireman 
exposed to fumes of metallic plated articles during fire-fighting. E. W. 


Eosinophilic Cystitis: Case Report of Eosinophilic Infiltration of the Urinary 
Bladder. Palubinskas, A. J.: Radiology 75: 589, 1960. 


A. 31-year-old white woman with a past history of allergic rhinitis due to 
pollens, and a family history positive for allergy, was hospitalized for reeur- 
rent abdominal pain, backache, alternating diarrhea and constipation, 
anorexia, and swelling of the abdomen of 6 weeks’ duration. Positive findings 
included ascites, a tender mass on the right side on pelvic examination, and a 
persistent blood eosinophilia. X-ray studies of the intestinal tract showed 
bowel changes consistent with regional enteritis. The urinary bladder ap- 
peared normal on intravenous urography. On exploratory laporotomy, the 
entire small bowel was found to be thickened and covered with a fibrinous 
exudate. Microscopic examination from this area showed dense infiltration 
of the bowel wall with eosinophils and perivascular round-cell infiltration. 
The pathologie diagnosis was eosinophilic enteritis. 
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Prednisone therapy was instituted and continued for 9 months, during 
which time the patient became asymptomatic, Three months after the dis- 
continuation of prednisone, the patient developed severe dysuria with fre- 
queney, polyria, nocturia, and incontinence. Shortly thereafter, the patient 
developed periumbilical pain and abdominal swelling. 

Physical examination revealed a moderately protuberant abdomen, dif- 
fuse abdominal tenderness and rebound tenderness, abdominal fluid wave, 
and one-plus ankle edema. The white blood count was 27.200 with 80 per cent 
eosinophils; urinalysis revealed a four-plus proteinuria with a few red blood 
cells and 3 to 5 white blood cells per high-power field. 

Intravenous urogram demonstrated a urinary bladder with a marked 
change from its relatively normal appearance one year previously. The wall 
was thickened in some areas to 3.5 em. A diagnosis of eosinophilic cystitis 
was made. Cystoscopy revealed a thick bladder wall with a normal trigone. 
A bladder biopsy revealed dense infiltration of the stroma with eosinophils. 
The final pathologie and clinical diagnosis was eosinophilic cystitis. To the 
author’s knowledge this is the first case of eosinophilic infiltration of the 
bladder. EK. W. 


Soybean Induced Goiter. Ripp, J. A.: A. M. A. J. Dis. Child 102: 106, 1961. 


A 3'4-month-old infant was placed on a soybean preparation because of 
veneralized eczema. Within 2 weeks there was dramatic improvement in 
the condition. The child was next seen at the age of 1514 months because 
of the presence of a lump in the neck for one month. The soybean milk 
formula was still being given. On examination, the patient was euthyroid, 
although protein-bound iodine and radioactive iodine studies showed evidence 
of iodine imbalance. No definitive therapy was instituted, but substitution 
of goat’s milk for the soybean milk in an otherwise unchanged diet resulted 
in regression of the goiter. The goiter regressed rapidly at first then slowly 
over the next 5 months, without addition of iodine containing food or 
specific iodine therapy. It was noted that Mull-Soy now contains 150 me. 
of iodine per liter of reconstituted formula, which is adequate to prevent and 
cure experimental goiter. M. C. 
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Prednisone therapy was instituted and continued for 9 months, during 
which time the patient became asymptomatic, Three months after the dis- 
continuation of prednisone, the patient developed severe dysuria with fre- 
queney, polyria, nocturia, and incontinence. Shortly thereafter, the patient 
developed periumbilical pain and abdominal swelling. 

Physical examination revealed a moderately protuberant abdomen, dif- 
fuse abdominal tenderness and rebound tenderness, abdominal fluid wave, 
and one-plus ankle edema, The white blood count was 27.200 with 80 per cent 
eosinophils; urinalysis revealed a four-plus proteinuria with a few red blood 
cells and 3 to 5 white blood cells per high-power field. 

Intravenous urogram demonstrated a urimary bladder with a marked 
change from its relatively normal appearance one year previously. The wall 
was thickened in some areas to 3.5 em. A diagnosis of eosinophilic cystitis 
was made, Cystoscopy revealed a thick bladder wall with a normal trigone. 
A bladder biopsy revealed dense infiltration of the stroma with eosinophils. 
The final pathologie and clinical diagnosis was eosinophilic cystitis. To the 
author’s knowledge this is the first case of eosinophilic infiltration of the 
bladder. E. W. 


Soybean Induced Goiter. Ripp, J. A.: A. M. A. J. Dis. Child 102: 106, 1961. 


A 3l6-month-old infant was placed on a soybean preparation because of 
generalized eczema. Within 2 weeks there was dramatic improvement in 
the condition. The child was next seen at the age of 1514 months beeause 
of the presence of a lump in the neck for one month. The soybean milk 
formula was still being given. On examination, the patient was euthyroid. 
although protein-bound iodine and radioactive iodine studies showed evidence 
of iodine imbalance. No definitive therapy was instituted, but substitution 
of goat’s milk for the soybean milk in an otherwise unchanged diet resulted 
in regression of the goiter. The goiter regressed rapidly at first then slowly 
over the next 5 months, without addition of iodine containing food or 
specific iodine therapy. It was noted that Mull-Soy now contains 150 me. 
of iodine per liter of reconstituted formula, which is adequate to prevent and 
cure experimental goiter. M. C. 
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